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Acute rena/failure after combined cephalothin and gentamycin
therapy examined by light and electron microscopy. J. P. Fillastre,
G.Humbert, R.Laumonier, D.Dubois, J.Metayer and A.Delpech,
Service de Néphrologie, Hopital Charles Nicolle, Rouen, France.
Three cases of acute renal failure occurring between the 9th
and 27th days of antibiotic therapy using a combination of
gentamycin and cephalothin are described. In the first case
oliguria occurred in the 27th day of treatment consisting of
cephalothin 200 mg/kg/day and gentamycin 4 mg/kg/day Blood
urea was 250 mg and creatinine 18 mg. The proteinuria was
shown by electrophoresis to be "tubular" in type, urinary lyso-
zymes were increased. The acute renal failure was treated by
high doses of furosemide, the blood urea fell progressively and
was normal on the 50th day. In the second case, oliguria was
noted on the 12th day of treatment with cephalothin 180mg/kg!
day and gentamycin 4.8 mg/kg/day. The blood urea was 200 mg
and creatinine 7.8 mg. Furosemide was given in high doses and
a diuresis obtained. The blood urea was normal 38 days later.
In the third case there was no reduction in urinary output. Renal
failure was noted on the 9th day on treatment with cephalothin
218 mg/kg/day and gentamycin 6 mg/kg/day. The proteinuria
was shown to be tubular in type by electrophoresis, the urinary
lysozymes were also raised. The blood urea, which had reached
120 mg, became normal 14 days after stopping the treatment. In
all three cases indirect coombs tests remained negative for
cephalothin and gentamycin. The serum complement was normal.
Lymphoblast transformation tests were negative with cephalo-
thin and gentamycin. Renal damage was proved by the histology.
The lesions were tubular in the third case and tubulo-interstitial
in the two others. The interstitium was edematous and infiltrated
in places by mononuclear cells. The tubules had a flattened
epithelium. They were also studied under the electron micro-
scope. Immunofluorescent studies were done using antilgG,
IgA, 1gM, t3 C globulins and antifibrinogen sera, and showed
no fixation. The evolution was favorable in all three cases and
there was no detectable residual renal failure.
Pharmacodynamics of a new cephalosporin in renal failure.
J.P. Fillastre, G. Humbert, H.Malandain, D. Dubois, M. F. Dau-
fresne and M. Robert, Hôpital Charles Nicolle, Rouen, France.
Cephalospor or sodium-7-cyanoacetylamino-cephalosporanic
acid is a new cephalosporin excreted by urinary route. This study
determines the persistence of this antibiotic in the blood of
patients with severe renal dysfunction as compared with normal
subjects. The mean serum half-life after administration of a 1 g
intramuscular dose was 1.02 hr in six subjects with normal
renal function, 3.06 hrs in 16 patients with a creatinine clearance
between 20 and 80 mI/mm, 11.03 hrs in 7 patients with a crea-
tinine clearance between 5 and 20 mI/mm and 16.05 hrs in
7 patients with a creatinine clearance below 5 ml/min. The mean
serum half-life after administration of a 1 g intravenous dose
was 38 mm in normal subjects and 4.30 hrs in 12 anuric patients.
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Hemodialysis removed significant amounts of cephalosporin
and half-lives during dialysis were reduced by 34 to 50% of
predialysis values. Modification of the usual large dosage is
recommended in patients whose creatinine clearance is less than
20 mI/mm.
The influence of hemodialysis on the coagulolytic system in
patients with chronic renal insufficiency. R. Follana, J.-M. Salva-
don, J. Sampol and M. 0/men, Conception Hospital, Manse/lIe,
France.
The coagulolytic equilibrium of 24 patients suffering from
chronic uremia treated by hemodialysis has been compared
with that of 28 patients suffering from chronic renal insufficiency
in its final stage and not having undergone dialysis. However
long hemodialysis has been applied, and in spite of the platelet
function deficiency, these patients display a state of hyper-
coagulability, affecting the thrombodynamic function of the clot,
with a correlative decrease of the antithrombin activity of the
serum. The existence of a reaction from the lytic system to the
loss of equilibrium of the coagulating function is indicated by
the decrease of the antiplasmin activity and of the level of the
alpha-2-M, by the increase of the antitrypsin activity and of
F.D.P. concentration. This reaction, however, is feeble in inten-
sity (absence of circulating plasmin, no appreciable consumption
of plasminogen). The coagulolytic profile of a patient suffering
from chronic renal insufficiency who has undergone hemodialysis
seems to resemble closely the profile of a patient before having
this treatment in spite of the fact that the fibrinogen level fre-
quently becomes normal, and that the antiplasmin and anti-
trypsin activity improves slightly. Therefore it may be postulated
that the frequent thrombosis of the arterio-venous cannula or
fistula are the materialization of the hypercoagulable tendency.
From this point of view heparin has a beneficial effect if throm-
bosis is to be avoided, whereas fibrinolytic agents should be
reserved for the treatment of thrombosis which is already present.
Critical appraisal of lupus nephnitis therapy: Comparative
studies of corticosteroids, indomethacin—synthetic antimalarial
drugs, and heparin. J. Conte, M. Mignon-Conte and J.-M. Suc,
Service de Néphrologie, Hôpital de Punpan, Toulouse, France.
Presently, lupus nephritis therapy is a field of controversy;
the ideal drug acting on antigen-antibodies circulating com-
plexes, effective on glomerular inflammatory response, inducing
steady-state or reversal of pathological pattern of nephritis
without side effect, is unknown. Twenty cases with comparative
studies of three therapeutic schedules are discussed: corti-
coids (13), indomethacin-synthetic antimalarial drugs (11),
heparin (3). In all cases, systemic lupus erythematosus was
affirmed by clinical and biological data. Kidney biopsies dis-
closed active diffuse glomerulonephritis; mixed endo and extra-
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capillary (9) or endocapillary (11). High dose prednisone trial:
(mean: 9 months); lethality was severe (6) peculiarly in extra-
capillary group with hypertension and severe progressive renal
insufficiency. In endocapillary group, total or partial return to
initial renal function appeared after removal of prednisone.
Indomethacin — antimalarial drug trial: (mean: 26 months); glo-
bal results were good: Improvement of renal function in extra-
capillary group. Full or incomplete remission in endocapillary
group. Side effects were minimal. Longitudinal effects of this
association on GFR, proteinuria and selectivity, hematuria,
urinary fibrin degradation products, kidney biopsies are pre-
sented with more than 2 years of follow-up. Compared creatinin-
emia on two three-months therapeutic periods of the same six
patients (Prednisone-stop-indomethacin-antimalarial drug) is
illustrative. Heparin short-term trial: (mean: 1 month); heparin
was prescribed alone as initial drug, after three control-weeks in
severe "acute" lupus nephritis. Drastic improvement of clinical,
biological, and kidney biopsies data was documented. Provi-
sional suggestions of the authors were: short-term heparin in
"acute" severe lupus nephritis and relay by indomethacin-
antimalarial drug. Intravenous prednisone was reserved to
severe pericarditis. In first attempt, indomethacin-antimalarial
drug in lupus nephritis with moderate or without renalfailure.
The functional and etiological diagnosis of unilateral hyper-
tensive kidney diseases using external counting. Claudio Bianchi,
Antonio Coli, R.Palla and Paolo Giannotti, Medical Clinic,
C. N. R. Laboratory of Clinical Physiology and Surgical Clinic,
University of Pisa, Italy.
An atraumatic technique for the functional diagnosis of uni-
lateral kidney disease is described. This method supplied reliable
results in 15 normal subjects whose ERPF of each kidney was
measured by means of Hippuran-113' (mean ratio of left/right
kidney = 1.01 0.07 SD) and in 21 other normals whose divided
GFR was determined using Hypaque-1131 as tracer (mean ratio
of left/right kidney = 1.03 0.11 so). It was later applied to
measure the ERPF in 11 patients with unilateral hypertensive
kidney disease and the results were compared with those ob-
tained by means of bilateral ureteral catheterization (mean ratio
of the functional differences = 0.94 0.15 SD). To establish its
applicability for the etiological diagnosis, the divided filtration
fraction (FF) was measured in 10 hypertensive subjects (6 with
renovascular disease, 2 with unilateral pyelonephritis and 2 with
essential hypertension) by means of the standard technique of
ureteral catheterization. In 5 of the 6 cases with renovascular
hypertension the FF of the normal kidney appeared to be higher
(average 25%) than that of the diseased kidney, while no signi-
ficant difference was found in the other hypertensive subjects.
The external counting method may thus become useful for the
etiological diagnosis of unilateral hypertensive kidney diseases
as the separated FF may be obtained by this technique using
different gamma-emitting tracers of adequate energy.
Instantaneous and longitudinal hemodynamic studies in chronic
hemodialyzed patients with internal arterio-venousfistula. J. Conte,
D. Durand, H. Ton That, R. Guiraud, P. Serres, Service de Néphro-
logie, C.H. U.Purpan, Toulouse, France.
Between 1/11/66 and 1/11/72, 268, 5 to 7mm, side-to-side
arterio-venous fistula (AVF) were surgically created. On 35 pa-
tients, hemodynamic parameters were studied with a total of
86 cardiac output determinations. 1) Local and regional conse-
quences: they were studied in the recent years by our group.
2) Cardiac studies included: pressure recordings on different
levels of right heart; cardiac output determinations by human
albumin labelled with 131f All the studies were realized before
and during fistula external occlusion. Any discussion had to be
integrated in uremic hemodynamic conditions: chronic anemia,
hypervolemia, arterial hypertension with increase of systemic
resistances and their variations during chronic hemodialysis
treatment, a) Instantaneous hemodynamic data: mean cardiac
output increase was + 46%, mean cardiac index increase +50%.
Lowering of systemic resistances was —14%; mean hematocrit
was 25%, mean cardiac frequency was 82 and arterial pressures
were 136 mm Hg (systolic BP) and 83 mm Hg (diastolic BP).
b) Effects of fistula occlusion: this occlusion induced a decrease
of cardiac output, cardiac index and normalization of systemic
resistances with no change in cardiac frequency. The shunt
volume evaluation is 1.029 L 0.214. So, AVF increases cardiac
output and cardiac index by 13%. c) Pressure studies showed a
slight increase of telesystolic right ventricle and mean pulmonary
artery pressures. We did not find any significant diastolic
residue. Ventricular pressure pattern was suggestive of ventricu-
lar hyperflow. d) Longitudinal hemodynamic studies (2 to
72 mos) showed no differences in individual cases except for
transplanted patients (due only to return of hematocrit to normal
level). This 6 years experience suggests the following conclusions:
1) radial 5 to 7 mm side-to-side AVE induced no local and
regional ischemic consequences. 2) moderate and stable cardiac
index increase (+13%) seems due to a myocardium adaptation
phenomenon (higher venous return-systolic volume increase
reflecting an hyperdynamic state according to Starling's law).
3) Clinically, this type and length of AVF appears suitable for
chronic hemodialysis and was never complicated by any detect-
able short or long term cardiac incompetency.
Semiologic interest of the right cardiac microcatheterism in
hemodialysis. H.Jahn, D.Baubeau, A.Fagalde, C.Harf, Service
de Néphrologie, C. H. U. de Strasbourg, France.
In 1956, Henry and coworkers found a relation between varia-
tions of right atrial pressure (RAP), pulmonary arterial pressure
(PAP) and blood volume. The Grandjean floated microcatheter
allows easy measurement of these pressures. We applied this
procedure for patients on hemodialysis when there was a diag-
nostic problem of fluid overload or depletion, of cardiac in-
sufficiency, or a problem of bilateral nephrectomy. Pressure
measurement may indicate the existence of a fluid excess or fluid
depletion, even when clinical examination does not allow detec-
tion or evaluation of these troubles. With simultaneous measure-
ments of weight, of Na pool, of RAP and PAP in the patients on
hemodialysis we corroborate previous experimental findings
regarding relations between blood volume, fluid balance and
right heart pressures. The pressures provide also information on
cardiac function which seems to be particulary sensitive to
overload in patients on hemodialysis. PAP appears more reliable
and more sensitive than RAP and reflects hemodynamic adequa-
tion between right and left ventricules. The telediastolic right
ventricular pressure estimates the functional value of right myo-
cardium. These pressure measurements are an important diag-
nostic tool but they are also a guide for correction of the fluid
balance and for evaluation of cardiac limits in such a correction.
In patients on hemodialysis with severe hypertension, these
measures give indications concerning functional value of the
left ventrical (PAP: mean and diastolic) and permit to catch
the moment of imperious indication for bilateral nephrectomy
when salt and water removal does not lower any more the right
cardiac pressures. The right microcatheterisation gives most
interesting information for diagnosis in hemodialysis. This
method easy to handle, useful in emergency, reproductible, gives
results instantaneously interpretable. It can be used for con-
tinuous monitoring and as a therapeutic guide.
